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- 6 Ott^^j L < (i^©fiiK7/V^/H (#!k y fvK ^fvK n-^a fcVK 

>f y^V^/K **^y?vVft if) , ( b ) 2-6 ©aUt L < 

©ffijRTyv^-^-/^ (c) ^5HSf[3-8©^PTyv*^ (#!k ^p^V 

!J-/uS (0!U ^P^VJHC^ -hp^ i&B. (C x _ 4 ) T/v^/K tea (C^) 
T/i^ if Sr^r t T V NT t> £ V n 7 s =-/V* tt-f 7 if) T?S& £ *U 

/K v^p^^^vM^/K v^P^VAy^vV&if) ^ (d) ^^3-8 
O n T/V^/Vfe L< }i«^$nTVN-r t> J: VVT !) -Ag (#K #>Bffr* 
-hP, M (C^J T/V^r/K mk (C x _ 4 ) T/V=^^^^UTV^Tt 
iVN7^=/V^fe«^7^/VS^if) ^Wfc*;h,fcJ&*#2 - 3 ©te^T/l^s 

as (#k a*© if =/k 7*p^/k ry/K << yyv^—frttifo 

Tfrfr-Jl'n&W^hOtelf) . (e) flMfeStl/rwrfc ±VVr!J— A2£ (09, 
7x=/K p-hy/K t7f/i4o^o^«, =hP, ffisflt (Ci_ 4 ) TA 
3vK i&B. (C^) T/V3= 3 f-y^if^LTVNT'bJ;VN7 3 i=/u$fc:^7^ 
Agfci?) , ( f ) - 6 ©E£fc L< tt^tt^©fiJ»T^=df^» (09, 

^ h^p.^ n-7°P^^^ ^fy^n^J/, n-T/h^y, 

sec-^h^iX, t-^h^r^ n-^y^A**^ -f y^^A-**^ 
Jfr^^/U**^**) s (g) ^«c2-8 0il[«t>U<H:^ftttOffiiRT 
;^^n^^/S (0J % 7Pn^ -ry^x^P^r^if) % (h) £^jBc3- 

ix, ^^n^y^A^V^if) , (i) ^5(ISf[3-8 0^or/V^A (#L 
S/^p^^/K i/^n^-y/W P^T^A&if) t> U< ^W^tiTVN 
Tfcil/Vry-Ag Ms ^*#fR=F. =fp, {£& (Ci_ 4 ) TA*A % <S 
(C,. 4 ) TAa^yftiffc^LTVvrfc ^^7^=-^t.1tm-7^M^h 
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$i$lWt3-8<Di/?uTfr*c/l' (0!U v^p^V5vK p^f-*>7K p 
^y^n^ndr^ifoT/^-P^^^ofccO^^) £fcf4 (k) g& 

7 v^mo'^f^m*. =bp^ fia (c^) t^/k m (c a _ 4 ) t 

MbLXte, mZ.lt. -COOHM^OI, -COOMe, -COOEt, -C 
OOtBu, -COOPr, }£Axi4frtt*/* Y**sf> /l>tf-/K 1- (^p^ 

-1, 3-^yi/y-4-^^ T-feh^^f^^* 

l- (T-feh^rv^) t^S^/M^/K 1 - (4 Vf^- 

±|SR 2 tUT«, S;-co-d C^> Dtt (1) Ttomtiztt (2) T/V^ 
/Hfl##7lclfcS, 7$7> ^P^y, ffift (C 2 _ 6 ) TArfJJ4A>***/ (flu 
TtFm, tv^n^/i^^y&i:*) , M (c 3 _ 8 ) i/? pT/v^/^m- 
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IBM (C,. 6 ) T/Ua^^*^^*^^ > 
a^i/#/P#s^mif) , (S« (C 3 _ 8 ) */^B7A'3^» 
#=pdri/ (W, ^^n^^^^^#'^^^r^ir) » (C,_ 4 ) 

r^=^'>4fcf±(£» (c 3 _ 8 ) ^PT^=*^-efiift§*bTv^t«tv^igiR 

5 (C,_ 4 ) 7VV=*V&jjH\) T-^^MS^K, *3&»-Ct>*^#^^ 

:f LT#Hb7k*»£j fcHstt-S T^bTK^aSj ^LTtt, (1) rvv 

(2) TA'^A** (3) T/U*=^a£, (4) ^bT^S, 
10 (5) (6) 75^A4ftifWfeft5i}«, *J&»T? t> 7Vl"¥/l' 

b9IB (l) ©T/u^/vaEfc LTtt, ^*»i~8Sft©{aRT/^/v3£-eiMI 

-f y^f/K sec-^/K t-^/K ^^/K i -^^vK ^ 
15 v^K ^:/?vK Xf^frttZtfihtT btiZo 

1MB (2) ©TVWjr^/H^LTfi, 2 ~ 8 8ftOffi»T^=>U*-C 

WIS (3) ©TVi"*^*-**: L:Cii> «*»2~-8S*©ffi«TA'^=/U'a-tf 
20 ^tt«ov^-ftL-et)J:< % flRff^^K f-/K 

BUlB (4) ©^B7^Sfcltli> ^f5tfc3~6@g<Z5{g*v^P7/V 

Bm$t^TV^Tt> t fc^^T5y£ (0!U 75A N-<6R (C^) T/V 
W^y, N.N-^iiR (C x _ 4 ) T/^A'TS/fc^) > ^n^, {£$ (C 

BUlE (5) ©7 7MMt LXfc, fllK-tf^V^K 7x^f/I//i^C7i 
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-fr-ISM (C x _ 4 ) Tfr^frteZ&htf btl, ItrlB (6) (DTV-frmt LX 
itl^a^y F, CI, Br 4 if) , StfeStuWCfc X^T 

K/m m. 7?/, NHftfc (Cj.j t^3vvt5a n,n (c a _ 
4 ) T/^/vT5/^if) , (c x _ 4 ) r/v^^ix (flu * h^^> ^h^y 

. im (C x _ 4 ) T/V*;V?-jt (M> t?-^*, x-f-A^-ttX) > © 
m (C,. 4 ) 7VW*/V (fll, ;*fvK ^/Vftif) ft ^^LTVvCt *V\ 

ii« (c x _ 4 ) T/i^^Sxtt&^ftTv^k.fcvMS^ (C^s) T/Vdr/V* 
tttl (C 2 _ 5 ) T/Hr=/Vgftif) dS»*U<, t9fc>tf\ <£» (C^g) 7 

R 3 T!* $ tb5 JK^fcfl- LTJ^# LTV^T % J: < „ LT#Hb 

TkiHaSj r^PjOR^j iLTfi, -0-> -S (O) m- [mteO 

ft^L2©g|&£^-?-] , -NR' - [R' HutaWSFf-SsfcHttefc (C 1 _ 4 ) T 

±ffiUfe*d*"T?t>N R 3 itXlt -O-, -S (O) m- [mtt:0ftV^L2© 
lEStSr^-f"] tfcli-NR' - [R' (±*^Jl^*fc«{g;0 (C^) T/V^f/V 
Sr^i"] £^bT*££-L-Cvvct>,fc<, *S£S> 7 5/S, ^P^>-S3J:tWS» 
(c,. 4 ) r^3^v*d»fe»tf*tS«Mi^«**H"Cv^'bJ:v><aR (Cj. 
8 ) T/v^/HJfcfittSR (C 2 _ 5 ) L < % £ «9 frtt* -(£0 

(d.s) r^^sfcttfijR (c x _ 5 ) 7/V3^> uo#*L<rt, ^h**/) 
©fca»-et>, ^ (i*) 
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R 



(I') 



R.Mi (1) (2) Th7>rV;m*tcte (3) 5£ 



CsS*, i te-O-^fcte-S-^U jtt> = 0, >=S£fcfii>=S (O) 

f-fi^ftT^-Cfc <fcWg^ (C^J T/V^' (Ms */^df-^S, 

^rsfcv^^-e^at) tr^u R 2 fK-co-D Dfi (1) ^mm^tc 

ft (2) T/l"¥A*|S##zkK£, T5A AB^y, (c 2 _ 6 ) T/v^y-r 



/M-drv' (Ms T-feh**^,- l^n^W^fc^). x {gft (C 3 _ 8 ) W d 
TA'll/JA'ttf* {£& (C,. a ) T/V^^^/^^/W^-drv- (M, h^r 

a: hdr^#/W#=^*^fci?) > {g^ (C 3 _ 8 ) 

{£& (Cj.,) r/v=^*>*/tttfi» (c 3 _ 8 ) ur/\s=i*i/xw®&frx^ 
-Ct>J;V^&(C 1 _ 4 ) 7/u=*^fc^)T»fcfr3;h,5aU:*U R 3 te-0-, 
-S (O) m- [mfiOfc^L 2 ©SEftfc^-f] Sfcft-NR' - [R* 

^n^feJ;tWSi(R (C a _ 4 ) r/l^a^^*^Stf*L5giftS 




N 



N 
H 



J 
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t?1i&$*L-CV-Ct>J:iMftilR (C,_ 5 ) r/i^/Ufcfcttteft (C 2 _ 5 ) T)V>T-JV 

m (#*l<«u m. (c^g) T/v*/\s$tci*&m (c^s) ta^*^; 

5 -ih^-i- [ [2' - (lH-f h 9^-^-5 ->f/u) lf7i=^-4 
— Y/V] J* ^^X^ ^ 7 -#/V^Vf? [Candesartan] % 1 — 

^a^df^/^^v/^/U^/W^-^^) ^^/V 2-^h^rv'-l- [ [2' - 
(lH-fb7^-5-'f;V) tT7a:=/V-4— ^5vk] ^^X^f 5; 
^i/— /V- 7-^7/V^>v'7— h [Candesartan cilexetil] „ Ms^n^ frX**/ 
10 p^/V 2 -3i b^y- 1 - [[2' - (1H-7 /V- 5 — <M \?y 

ptfW] -OX-f 7-*/VjK^^7— K 2- 

[ [2' - (2, 5-^tKn-5-t^y-l, 2, 4-Jr* 

15 JhlB Llt^yXJ 5 ^/-/VfNWfr*, 0flx.ff , EP-425921, E P - 

459136, EP-5 5 3 8 7 9, EP-5 7 8 1 2 5, EP-5 2 0 4 2 3, 
EP-66827 2ft^lcflBit©^©^Xtt*tbR:*tfe*ft*^K:J:D'fr 
^1~5^i:i5 s Prig"efc5o £fc % Candesartan cilexetil V*3gH^fcfi % E 
P-4 5.9 1 3 6(C:|3m^tLfc^^C^ H a B^V^?)0^iV^ 0 

25 (*u mm ^ h v x.f-A'T %y, t° v vy. 

v-^p^^^T^y, N, N' —i?^yi?jV3i^\sy*JT^yt£}£(D^$LT% 

ym, Tfr^-y, Vi?y, t/v=fy!S:if©tStt7^W) te¥b<oi& 
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mmzm-t?>M&. mmst^^mst m. mm. mm. mm. im* mm. mm 
m. *?m. ^nw^ nj7^tps^ f^^it m 

xwts -^v^ym. ?=zym. =^#m> vy^m. tfyx/^ym. ^y-e 
i/wfcvm, p- h/^yxfrfc^m^) . TT.^y^ym. 
5 z<DmkT^jm&t<DM&m\-fbM a 

*%wvH^hti%Ty¥*Tyisyim&ftR&ttZ{k&V5 mr. ai 

10 W^jci 9*P7K^^^^Sr LTA I lM^^%l^bi"5^#J 

£V^„ A I I^M©/nK7 5/^iLTIt A I UStft^fcOT^y 

^^/v-2-^y-i, 3-> J ^y>^-4 — r/v)^ h=¥->^;^=/Wb> 

e r t-zff-Mt^t^t^mtaE) ; A I I ^fc^JOTk^^TiX/Wb, 

7-7!) /Wb^ r 7 *S* i-^r ^/vjj/utf-Mk&titcik&yote 
20 if) ; A I i^<b^07j;v#>^/vS^^^x/v{b, 7 5: Wk£fttc4k&m 

x/Wb, 7J/^>vy ^v^^x/Wbs ^y^T^/y^/^^x/Hb, \£* 

7* !) i^c^x/Wb, (5-^f-/V-2-^y-l, 3-^7U>'-4 

/ =f-jVT 5 K<(b $ axfc-ffrg-fcfc if) ;«fa***f b*b5. rftfe©{b£^teS{fc& 

A I Iftffi{k&yoW7v h'7 7^t JEJHS01 '9 9 0¥TU rg^p B P o 
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*JSKK:^V^ejtb5il5JliLJEf&*llliLTf±, ryWyj'^SIS* (ACE) 

10 ^^Mm^^tt^^K^^— ^ (ACE/NEP) fl^nyTJ-fc^tf 
kCUmmt\,X\^ ^-j-y^V/K ^7f/!i/K 7**79/1', >7^K 

#/l^7A*£#CMIi Utttx 7Ani;tX -hl^^fc'^ -r^tTi'fci* 

20 kCE/mPvmm&Ty**Tyi'ymwmm (ace) £ K^7W~i? 

(nep) w^ftmzft^n^uT-T-^smWtXh*) > t^^t^^ho 

^^-C, #f£Bj?tf>SiJtf>M£ Lt, Witf^V vy ^(eplerenone; 
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epoxymexrenone) t£if<DT^ KXfnyfiftMffilli Ltlt #);itfW0 
96/40257^Lfc^oTA I I mtfMkT/V K^fn«}:^l3tt^ 

[1] [ [2' - (lH-f h7/^-5—f;V) lf7i 

[2] 1- (S/^n^d|F->'A'*#i/*/U#=A'^S/) • ^c^Vl' 2-^h3riX- 
1- [ [2' - (lH-Tf7^/V-5-'f;V) t'7i=/V-4 — T/V] ^ 

• io ' fc 3 

[3] 2-^h^y-l- [ [2* - (2, Kn-5— **y-l, 2, 

15 [4] nfvW^ % x/nf^y, /WJvV*^ N <Y/V"<iJ- 
/W^, ;*vvy fvH* Jo* K^y ^/i^iM^^ctt^y^/v^^k 
ittftbS l r± 2 a£t±©AHS*i:ISI £ ^7° v v ; s t Srtt&'frfriIrT * 5 

±IB© «fc 5 m^feOA I I mmtTfr K^fpy^Ii: «r*re^fr*"CJB 
20 v^5#S\ -ft ©Hft *ffJ* m *> 5 l Mi PJB#fc:, |Ba¥«j£|f £ £ft 5 5iflft, 

torn* yv tax) , m*\mmk\sizm*<o9m*. mmc *>z^tmw&& 
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%u mi mh x^^m, mi (r mmmi, 

m&M*& , &*m (m, Armm. #«rtajt», mm#k m®ft& 

1k<mtLfc&MftM# i OTSf^jiffi bftfc2r&T*flS * tt 
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;vf-h-/K f^b7^ f^vt, m^z, tjv^^~ hm, ^ym, * 
-?ym, rjvzf^y, &&xi*¥'k&.<Dtfy^-Mx\ty}) j £y k 

ZttlrZ EIBiariMfetfev^T, AllftfeL^Sr 0 . 6 ~ 3 9 0 . 

7~2 7fi%) % 7;v^ro^ItO. 0 6~3 5ii% (WfcO. 

3£#> *B'J * *> S V ^ tt mv&mik b fci&/£#j ©fa*i/T?*> o T J: V \, 

br*^«i§IS*«:-^*©#a 1/50 w±***i§l i^wsiT (0* b < teft/> 
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-efcSo w*-tts $a M6 0k g ) <DmM&m*ittX't>*±<Dtbm\z*$^ 

X s |^J1~5 Omg/fc h/S (#*L< J»l~3 5mg/t h/0) CD^H© 
*yfW^' v'W^M?? 1 /^ mz-ft. BO. 1~3 Omg/t h/0 L 
<{*> $J2~ 3 Omg/fc h/0) OllOx/H/ / 

#fi> ttSU, &-§-2ffe> * 

ttlBfcl~3ia (#*L< fills]) S#^HS 0 
±|5©A I I f£^£T/v F7f0 >H#fc3IS*: Sril&^fr*fclSI8fctt£ fete 

*a>&tta£iixfctt*-r ^* y ; >r— * h^v^i^iu 

yxyi/<D-7 7?*^h1ztc\mnfc (M, ins-19) > ^>-*y^ 
«Sttas:»J (flu tiw^D^^/y, ho^H^ os/^y^j/v*fc 

I^O^WVSS, G I - 2 6 2 5 7 0, J TT-5 0 1, MCC-5 5 5> 
YM-440, KRP-2 9 7, CS-011, FK-6 14f) , a-^ = 

*nt>7s: k> try h\ ^y truv k, > w^y = K, 

^-r^y-K> 5^y = K*fctt*©#^>#A&*3Mfe % GLP-lf ;# 

9 ^-f^A^f^^i. I VPl^J (^!| > NVP-DPP-278 > 
PT-10 0^) % 037=f=*>> (0!l> CL-3 1 6 2 4 3, SR-5 8 6 1 
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1-A N UL-TG-3 0 7, SB-2 2 6 5 5 2, AJ-9 6 77, BMS — 
1 9 6 0 8 5, AZ-4 0 1 4 0*) J V V7*=-7* h (#k 7*7^ 

(Ms ?y y ?>~emMM, ^=-x-6-*^77^- 

5 -£Pl$£!k ^Vkfc =f yfgffi&l^) % S GLUT (sodium-glucose cotransporter) 
P1*£>J (#k T-1 0 9 5^) ^3&SW6>*t-5. 

w y y«sttak#Hx v is&mvBm*ittt>( v >m\ 
io ^y^>^y*^0*uv\ 

^y^tiit^<D-th y l7^ig, 7 h l^fcfi-fc©;*; 

25 GPIIb/IIIa UTttT^^^^if^f fetlSo 
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^f7v?t- /k i^ix^hp^yf) ft ^*rf fens. 

5 fcte«#mE^& fetf»c*©$?gt#:©^Sria*i-5SI»l*afdS#tf fetuS. 
^^fxi/y— ;k y^fy/^, ^^/vMJi/y, ?n^7xy, ^-/u-^n^ 

*^3RS0[j (#k <f*-9-*f*S>, 7"i/K=y*py, *<9*9W, 

20 itfu^y-r K©ftw«raife*«iiesi («u yrn/^a ft^wfetu 

So 

tt4&*3fe^ajft£aWfetu5. 

25 Pv'iyv^^.-K-N-t^K, ^nyAT'f/K ^a7^^7r5 K, 
-<^77^X 5^7^% TJ/U-^^V, bi/^y7 , P^;V7 7^> ^^/U- 
77^ 5 h^PX 1 /V\ P<;V777V> ^7j/W^>\ 7 
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*7yfy, */*-f<5f"v y ^/7fy> ^Wf^, **f-y^9f-^, 

y ^v- h\ 3^ / -Vf, U^rf— K ^/ *S9 7 fc*>> 

7 t^^* 7**7 7 — K ^MT^^tr^, 5-FUWJ ($k 7/Vtf-n 
77'7/K T"^f7—/K uft, K^e^A-y #/we7— /K jfvisjn? 
10 y , x ^ f 7-/V^ if) , 7 5 / 7°7 !) V, n^n^y ^#/Vv'7^> ^7n/f h\ 
71-7^ 7^*^ h#^77A, l/#7^-y^-Y f7>/Vv'7A > ^7K!)t* 
>\ i'77-;K 7/^7^7, ^i^7*lfy, t Kn^v/*^^ K> 

h7*?-y, t°y hv^^A, ^ K^>7y^, ^ h:/r:/^ ^7/7 

15 «^4ftfJ irLTfis 77f7^^D, T^TS^i/ 

yc, v>f h^i/yc, ^p^ev^v-vASs iiT'ut^v'y, M7i/ 

ftt^n^^vy tt»y^//Hf'>V, JttfifcK^y/UfS'J''. 
ittfcT* 9/1^*7^ Mfy/Vtfv'^ ^^1:71^77, ***A&/Xf 
fV, $^7W^ f;un-r^fv/y, *;Vf;7>f!)7, n^, &$r/ 

s %gEScj5feSJ (brm)j am «*.fi, trs//<=-/u, ^y^y, *y 

25 77^7 7> UyftV, 7^.*^*> 7y? — 7inny % /fy^-P^^y, 

!)y*F+77, bcgi7^^^ =1 y ^7!J 7A/</H7X w^y 
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X*ftmmW£tlZ>%l*&mf b*^ (1) EG F (epidermal growth 

factor) %tcti%tlbmntolzm-<Dfe&&GirZ>y!>W EGF, /nWJJ 

^ (he r 2 y is~y k) ftifK (2) -r^s^y >$.tcizztitmn#}£-ffi-<ofS 

W C#k !Jy, IGF (insulin-like growth factor) - 1 % 

I G F - 2 ft if ) , (3) F G F (fibroblast growth factor) * tc\$*tl t MWft 
^n-vm 1 ®.*^-?* W (0!k WOLF G F , fiittFG F,KGF (keratinocyte 
growth factor), FGF-104^ (4) ^{{fcOMif 5tB^- (#k CSF 
(colony stimulating factor), EPO (erythropoietin), I L — 2 
(interleukin-2) , N G F (nerve growth factor) , P D G F (platelet-derived 
growth factor) , TGF/3 (transforming growth factor 3 ) > HGF (hepatocyte 
growth factor) , VEGF (vascular endothelial growth factor) ft if] ft if 

fvyg^w (her 2), ^yi/auy^-u f ^^y ^£#-2, 

IGFgigft, FGFgt<$-l^fc{iFGF^fr-2^i^fe|ff 3 H5, 

i£ m^mm=f-(D^m^mi-^mnh itm (her 2 

7-^1 im^m mz.it, yyy^y^ti, Mtmmm ^/-fh\ 

tf* 5 ^D^ft if) , Jh^ZLVmm, a-ZfnyiJ- mWt9J»X n i^ft 

if) ft^fcffiV^ 

Wc/SFSLV^t/iafijWi: LtttGnRH7^7 M£fcfiT V* rf-* hftifflS 
GnRHT h • 7^i=7 h i: Ltlt */WE->##tt£S, #fcH4*/l' 
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^ttfiFtt* items* rs^M^^if) , m&mmx&s 

t<D!J/^y K8b*«rfiJJB bfc#^{C«, fc^&ftGnRHT h*tc 

GnRH T-J-n^ : ay h TV K /*-*^tM:/ 

(Treatment with GnRH analogs: Controversies and perspectives) [^Vf ^ 
V /<7!)?i/y^ tf/V—zf (W) (The. Parthenon Publishing Group Ltd.) 
38frl996*£] , #^¥3 - 5 0 3 1 6 5 3-1 0 1 6 9 5f, [1 

7-9 7 3 3 4-§-*3cfct> 4 iI18-2 5 9 4 6 0 if fctiMZtlX^Z'*-? 1 ? 

GnRHT Vi? rfr:^ h t LTfi, 0tR^ HE* C I 3 
X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro-DAlaNH 2 

XteN(4H 2 -furoyl)GlyJ=fcteNAc&, AteNMeTyr, Tyr, Aph(Atz), 
NMeAph(Atz)^6>atf*lSSISSrx B f$DLys(Nic) % DCit, DLys(AzaglyNic) % 
DLys(AzaglyFur), DhArg(Et 2 K DAph(Atz) jSit^DhCi 35>£>itfi£*t5^S£N Cft 
Lys(Nisp), Arg^fcfihArg(Et 2 )^^tbm*-r) ft 5 K*fctt* 

^^KttOGnRHTV^=f=^ bibTtt, WO 95/28405-§-<£# (ftR 
5p8-295693^-) , WO 97/14697-§^» (#§B¥9-169767-S§0 , WO 97/14682-5§-^# 
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20 &A,T> art/^-^a y*l«r4ft*fcJ|]*., itS^fi^^ttL @te£*6o 
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^itUllO. 5-1 0 0 0 ixm<D®,msmif htl, iWIL<li|!l2~5 0 
/V) ; # y 7 S J m (Ms # V (y — *Z/*Jj\<-L- fjv? * >m m ; HfiTk-r 

(£tr* ^y k— c o — ^y 3 y k) % #y (ii-co- 

^y ^y ^ Kfc^t$fc£*i5#£3S&5) % #y (a— -X7V7 
^y/u^^x/v) ft£?##£LV\ *fefc#*b<H: % M-^y^^i 

•^hy£A> #y ^^(DTi^ti y&JS, tl^y^K, ^^^?A*©7^A 

y ±£&js# ^) *#tt!ft£ (flu h y =?-/vt 5 5^t©*»r 5 yjR 
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fifeJt fi|>)10 0/0~^4 0/6 0^L<, |)100/0~^5 

^ttfrifcte, D- fc/L-# ^7 5/2 5^2 5/75® 

4 o~$j3 0/7 oroi£ia<£k®«/B£;ft6 0 
ft ruii-^y ©s*W5HF*ttx $J3, o o o~ 

mi 0 0, 0 0 0, #$L<f*$j3, 0 0 0-^6 0, 0 0 0, §fe^&*b< 

wafts-, 000^50, ooo0t>0>#t^e>*is o 
ft r?L»-^y3-/i^a^j ©lio^/^^^nitt, i^©if 

fi(^7A) fcfc«9ii**&2 0~$J1 0 0 0 jumol (W as#$L< , 

£b£fi$J4 0~jjftl 0 0 Ojtiinol (v^p^/I/) tf5#tc:&£ LV\, 

1 1 0, 0 0 0, 70 7, 0 0 0, 4 5 5, 64 5, 354, 0 0 0, 1 8 9, 
0 00, 1 5 6, 0 5 5, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 
100, 9, 830, 5, 870, 2, 500, 1, 303, 5 0 4©15 MM 

- (g p o -vmfe Litx v xr\s*s$m<o&=i-*& ct xmm Ltc&mm*^ ? . 

«PCgf («y-SS, HLC-8 1 2 OGPC, &mttti*& 
mftmzXZ) , GPC*7^KF8 04LX2 (BSfP^X^) £<£fl!L, 
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fcoVvrifc^Si, tfV%Wt Wmg^5NM/7tf^M);Kv/v = 4 
/9 6) ffiK2mlCilU 0. 01M o-=ho7x^t K7^M 
(ONPH) (5Nl»/7t b~ h y/Iz/ac^ry— /U= 1. 0 2/3 5 

5 /15) 2mliO. 1 5M 1 -3Lf-;V- 3 - ( 3 - v?^ ^/VT S / Zfn tW) 
-Hfr^M ? Kttlftmtt (try v J ^/^^/-/V=4 v/9 6 v) 2m 1 £ 
2JPX."C 4 0<C-C3 0#Si££*fc«j&£g*-t-S o 2H*Sr**(4ISI) Lfc^ 
T-fe h = h y/U2m 1 Ti§$?U 0. 5mo 1 / 1 <D^?/— /Hfek^ffcvfr P £ 
AlSlm 1 ^PiT6 0 t CT'3 0^-S^^-li:5o 1 . 5N*ilfbtb 

10 y * A*J(S*"C*R LTYm ltU l . 5 N*BMW- h P * A*KgSft 

U5 4 4nm«A (/cm) «r»«i"S. DL-«7kM^» 
felt LX S *<n%tm*fi'tf*fA'&M Cmo 1 /L£T/V# !>M^T**fe, 
*fcONPH9^/Wbfe"T?DL-|Llfcfc K?5>K£: Lfc£-t©5 4 4 nmKJfclt 
& B (/cm) ir-t-Stt, m^^O^M* (^9 A) htz <0 ©aSi©;fr/U 

15 JJ?^^S<D^-/>»«^TO^-C**bn5 0 

[COOH] (mo 1/g) = (AYC) / (WB) 

- y * / -/w^&S&fci&fi? U 7 a / * W I'**** atr osssr 
20 #6.(£(T, c ©Affile: J; or*»fc|£Sr rr/Kft y 

rum- ^ y =» ft, x. > f Lit t if y = -^t^ e> omm 

m®L*nm& mmm6 1-285 2 i#) fcsv^^KfcOap k*© 

25 ^^v J ^^X/Wb^^^©«lr^V^c:MM'a' (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 1995¥)t?»aiT#« 0 ±SE©^©0BIIS^:£ftfcJ:oT#feft3£-&fls: 

EP-A-083952 5*fclB*i©tojk#a?KjSfcttl-c:£K:j: u , 
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^c^Mitfe (^Jx.«^^ 7 Kfi^^^ #HBS6 1-2 8 5 2 1 -§-£##{&) 

<t mmozm* tectum cttmz. x v jet-?* s 0 

^ n % -f^/V^m^M 1 1"5 ^ n # y-fe/l^^M (#k Tween 

8 0 , H C O - 6 0 ^yv^^r f /Vt/Vo , F D ^A&ifK 

]jy) ^^L-C^^#^M^^^n^^-fe^^bT^6^J) AII^H 
Z^t%®1fr&MkWLfr&t>ltXZ<Dt:1i&T, 0F*)l*U iL^&if (^U 
< ftfcTte if) J& te:^lt^J$3 J; tfffifc 3&**!l & if (# £ b < it&mi ft if) 

*L<tt, !) a -/Dl^y ^Sfctt*©**, J;9^t<li^!)^ni/p 
^) OKtHIII, ?&rt?Lfft^(#fl> t K 

W*c, KW. I^GnRHT^-* 
h^7tttT^^^^h (&3;L<te, y^-7°Di/y V*fcf*t©8L £ 
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mo. 0 lmgftl>L 1 0 0mg/kgM,&£L< fi^jO. 0 2mg&^L5 Omg/kg 
#fis ^t^KliO. 0 5mg^L2 Omg/kgMcD^H^biilljl 

£tt&J£ L-C&^-f 53§^ ^Jx.«^A^Itf3iMS# (#fi6 Okg tc^L) 
(C&VNTte, -IH}CotGnRHT=f=^ FJfciiT^^ J> (^L<« > y 

0.0 l/^b50mgH^ £?£L< WO. I2»b20mgg^ £!9&3;L< 

Wo. lfrh i 5mgS^^Tfc5VNW^rt(^#i-ti^J;v\ Mx. 

^l^-^^-lH]©^*fT5^^^ M^L«fifeA©fridRftS# (M6 0k 

&1IS&JO. 0 ld>6> 2 Omglg^ &£L< WO. l^b 1 Omggt, «fc 9 
&£L< WO. lfrb5mgn&Z&ThZWm®ft\Z®-$-ttltt£<,m*- 

Okg(C*fL) lC:fcV^> — EfCO^GnRHT^-* M^fcfiT^^* h (0 

^) %m%mO. lfrbZ OmgSS, JfiL<|^0.1d>b2 0mg^ J: 
I9^L< ttftlsa^fc 1 Smgm^^TfeSVNfiTOrttS-^l-tiffiV^ 

GnRHT^* h $.tcl*T l/ * - X h (&£L<}3\ V^-^xzuyy 
« • ^©fcfe^t^^ h n ^v#J (fj, Tamoxifen^ 2?) t #JS UTS^S i 
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vati&mt, mjhfct&mm. fomferm, mmskmmm, ^^m. 
ah^h^ toraiiig, ifiLMTH, ftmskmftmm, wtm. m^m 

Scttfifcltt, ±IB rAllfi^fc*^5IMH4«*!lJ fcfcttS'rmttHSfci 

5-^50 M% «f*b<tt, #U5~ffi40M%) , 
mo. l~^j5oms% (»*U<t±, 150. 1~$J40M;%) *J J: tfjjSO. 
(#*L<tt, JftlHfc90S*%) -e&S 0 A I l«tff»i:4W)| 

ii^l~Wlt*%, «fc 9 » * L< f±»5~jKJ80S*%T?fc5o 

-<Dm&)£tt*ti?in1& 1 5 0 L < f*ie 1 5 ~ 4 5 Wk%) % 

^JO. 1~«M:% L < f±!60. l~^J45a*%) , $ 0 . 1-^20 M% 

(#* b < tiffi 2 1 5 , *5 J: l)!»W^0lt% (#* L < {2^5- 
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£#f***M4>0WJ -C^bfcotHTOc, ££>{;i (D* ) *£$£*§t£<D#ti&& 

mmk&®<owm (ai imm&zxffimmto) . mmtomm^^^xmm 
(DWimmftkizz^xmteztK zmmmk&yo (ai 

t^Ai i^»J;«ffl»<Z)fptt, aflfrfto. i~$)90JHi%, 

am o . 5 2 o i 9 « u < «#b i ~m 1 5 m% * b 

a I ififSH (a I i^ftUBfctffafb**) > #JHJWfc#J:tJ^fri*tfW* 

Ht % ±IEbfc rAII«ft^fc-^^*»ifett«WJ i:IIl«(-bT«T'#5o 
fr*>, #«»»©ttKK:rt?CT, £*Ttf> (I) ~ (I I I) ^&MbTM 

(i)*f«MBfe 
(i) o/wi£ 
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ft99 im%, x r> mt. u< \m 2 0 ~m 9 8 l< 3 0 ~ 

M10, OOOffif, i9 0£L<te^5fg~^5, 0 0 0§, WfL< 
Ml 0flM&2, .0 0 0ffiF*»fe»»**l*, 
±fB©0vk*B *»K:tt&fl5»«:iD*.Tt> <fcv\ 'RfUbjfBlfc «fctW8©&©&££ 
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®±mk\,xte s ±is r A i i tmmz^i-z&nvmmi (Dm&fexm^v 
tch(Dkmm<Dt<D&mtftbtiz> 0 
nit, ±ib tai iftwm%^i-z>'&tkmMM) (Dwmkxm^tKD tm 

(ii) W/O/Wfe 

aii^^ z>\Y&m t wmmmvTkmts ^-am^mm^mm u 

fSK^fi? ^ n # 7 P -ir/l<!^MMi--5 £ £ 6 Zti h f±&r L |^ 

UtZZkbX$% 0 A I I^^^1-S^toiWffi»^7K«^ 
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tti^pjj ^ Ufcco t p Hff g#J«;OP LT t> «fc V \ 

Tfflv>7»g\ -jRft)ti:«*?J 0 . 5 ~fj 7 0 ii°/o> J: 9 0^ L < TO 1 6 0 

15 tt#y ^-t^ttsw/ox^a y=S:*tt (tofcis) tf^ip^-x w (ft* 
t@) /o (JlMf) /w (toMS) a^s/a^Sr^***:** ilMl*0*&i**rl& 

^KIil*)ioM2, ooofffd»b»tfix5o 

tetfrfs (i) (i) 9tfciaitiiaHii-e*>*o 
(ii) 

fm&l&teft&Oft) 0 . 0 1-1, OOOf, »tL<ttfiO. 05~5O0f, 
#t#*L<f*»0. 1~2 0 0ffiF*>&atf^5» 
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din ftmmm 

lEsstufcAi i^f^a^i-ste-^ fc5v^£p>iE#«kM 
\Y&m, mmm&o£ffi&mfc£m*7kmmi,xnbtiz>!&ft} , £b\z.m 

Xhfiif, tm (I) ©7K4»ft«Wfe^E«tR#©^l?^SrfToyt«fc5m 
&*g> $ 6 ictttaiUfcj* LT t> J: v \ 
,1»©T^ * p U -7~t/vSkft<D%mb ltv/f ^ n *> -f±;\'<DW&& ( I ) <0 

K.$m&M\&*i* wmmvk(Dgm&mik£®Z7mmvxnbhz>f$.ft} , 
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rtbb^^-M (0!U !X>f— V (Tween) 80, HC0^0#©JNB8H4S!k tT^y 
Jtfc^MJ^A, v^-h-^, y;Hfh-7V, ^K*tt, ^"pyWjj^) ^Et 

Wtfi^ffifc UTJ^O. l~3 00|im, &£L<«:$)0. 5~150/im©|a 
^bi^tL<l±l)l/5 i bl 0 0 MmO|5ffl-efc5. 

Ig^II(ct5^, ^f>"^«lt?lWti-5^ KF*«flSraS!)Oi"**feW* 
P^Pfi£*iT^cn^W£oTVvck<k < , fifties CTiiW«»rffifcfc* 
tK 4% J& *x *=u fc#LT5fc£fc(BI&fc£ 
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m^mmtmm^^i-^ik\mmo^mt s ±mxh?>A 1 1 tm 
ftRtti-&<jt^#zxmmm*wmk'£m. mm. ai i«*tftufl«:*-r 

a 1 1 ^^m^-r^^fo i m^tc <o o^mt lxix m^t, mm 

1 frM MMXh 53§3\ L < it, $A 1 tz 19 j^jO. 01mg~200mg/kg 
M©f£ffl, £ L< fi^jO. 05mg~150mg/kg^S©|5Hd^igM^C t 

10 ^M£lJ-e&5#-£\ #£L<f3\ ^AlA^^t»m05mg~200mg/kg#:m©i5ffl 

USfcD^Kil 1)0. 0 5mg~5 0mg/kg*l^i. £ 
&V<femo. lmg~3 Omg/k g M^tSH/i^jill^r t 6 0 
15 tgrBKlUk MFh^C 1 leh l^ClHI, ^fcfi^J (« % 3. 

frM > 4 ^ % 6 ft « k i en*, a 1 1 &#Lim *^-tz>ik&® t &mm 
mommt^m, mm, ai im^im^-r^t^mtmmmmonm^wm 
mm, nm&m, M^wim^if^x^xm^ms^t^x^^o 

ftS*Ai LTtt, r^^xv^vilSWSr^bTIS^I-Sjfiitf^JRItfeJ: 
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tHHfcw^ 'bmm, m>bm, >m&, ^sm, mm. , msk 

dtifiu &mm*±, &m&m*t*>fc*&&f. mmm. mmm^m. (mm 

JHIMlftSfc^ . jfiLMJS, -YV*— <y>> 3 ^ 

(te^S»W^s *7^h@S, skWM^m, M&ikfe 

nmm • ^Mmo*«ii*DS • rfiiLffi • Kit • awiej^ mm. 

mm* n&LiE&Jtm*), ^om<onmmm^& mmmsmm. mmmmm 
nmm, mmmtimm<m, mm^mmL^, A±mmwmf> w/- 

&£) > #«4&£& (r^yy^^-m, ;<-*>y^m, ffimffi&mmmtt, 

i##^atgPt*> S##SlftttA*, «8tt«!ftSg*« > m&fc, 
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nwb*A* jhim* wgfc * m -mi 

si. t^-fxy^, mgra**, tn&n®y mmmw»&&3L 

ftaKf^ rt«* (7fyy^ *5n>^*HH& jk 

J**, ^/v^xvj frxmcotj jvxmpkm, vr-y^-rmsa^* mmm 
h*^">a , (^jaa^isg, silt), 
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So 

WBH&i LTW^&SSo^ifcS&Ai LTfi, iL&^ iCf^A (« 
Att»C>^*5J:tJ«5ojfiLtt^fa»tt'£j^F^ 3fe&fi£, >m^ * 

m&ttmmm^ mMimmm^m, &sktimmmmm, 

»i VXtD&l&moM&bftzm&b LTfi> ¥L* % 

wm, *m&s vm> mams, iph&x muss, fran& m& % i-v*st, • 
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mmf&bm&MU&^Ht-rK, m±\,x^m\^x^^h(Dxh^x ^\ 
fctt«xfc*tttttw*jflvvc % mutf, mmk mm, mk mu u-f^ 
5 mm. w^am mmtn. mmftmsmtei?) , mm. hem (&l 
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/^h-JK r^hyy, TA'^-hSl, ^vm, * 

-^su jj^-Os t*?$^ <&j&xiz¥&f&(o#v-?-Mxizyytv k 

ASttRitt, AiittttHfc, iCjhJBEtMHe. ifo.$i&T3£> XJBi£«»X, ftjfa. 
^S^*O^J 1/50 J£i±S:;ttf 2i i^/H^T (»* L < a*^«S(B^S!#* 

su> ftwiiik tfNimtft. **©a^*3*. ^nbfe^vNfi 
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-Sfe©JliL«<t , »ft«rfi«IH*>i', ^-r^rt^prtl^fc*. 

£*i5IS*iJ (*f a-ZPT 5 ^SKOft if) ©Mrt&-£l- £ «? fiPJfte#£E«Ji»r* 
9, ^^(J:T^^7 l ^yiI©f^ffl«r«J-t-5.ri{J: < J;!9, rtA*f^«fls4 

if t# 5 $ * t£m&<Dmm &mm» «t ©p$§ 2 fc &ji?r 

W*fcf^Sfc*Mfl-e* 5 0 £© J: 5 fc£^f&fc.fctf£aflsJB©»££fctt 

ftA&mmioAfa &ikmmm<D%m. «^s©±#^if) , araia^ 

htf^V (PDGF, VEGF, FGF, <iV$ — v—*l/ s TNF-a, MCP-1 <DM 

if©^ia©^^b (*»®j5e^©»«aMfc) , sk^m^w^smmmm 

K(zcVKiryv % hP^=3rf-yA 2 ft if) £Xfimm%m. iiW&if 
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£ fete, F!I!ft£/ul3£W • te*»Jfc LT«{^ffii-5^ ttf*!mv&Z> 0 
*5t»J»««ltStt«WH:#5Si-5 (Hepatology 1994;19:595-601) rttfSfcktb 

its HGF (Hepatocyte Growth Factor : Mfl&if fitH^-) M±fe 
j e©flfeOiIig{ST^*fc«= I V'^7 1 o-^<£T^ HMG-Co Ail 
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(3-hydroxy-3-methylglutaryl coenzyme A reductase) PUFUn ^l^i/si. 
^H7^WK ^iF^l/l'-K v ? a:^7^7 P n^/^] , ==3^®» N 

i?PI#3l (0k NB-5 9 s&&T$mmk&®$f) ftmibMo 

3Sto& cm, febmmft cj^y^ti , is&kih 

HfciT] , CM, 7Pt? K (7*sy*x) , ?t 4 n/7^ (T/W 

* h>-) . ACElfltJI, (M, •7W^t7 7 8 !)/l' (l/--<-^) 

, CafSttH CM, TAn^tT^fcif] *$J:tf 0g£#jS»rI8fe£ 

Mil: s?ytr?$ K, y k^v, Si7^-K, 
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aMM^s/v*-^ siru/ny, teXTfemmm, catmrnftz 

iStta^S^D.ttM (#U TA'7T*A'*sY*-fi' (7/V77 0-;V/j:^) % # 
M* t-r^hu;^ (9?^-) t£bl \ xx*x*>m%mffl (xf Kn^ 

#7&&*>v-^ (BMP) , »^»ii^H^ (FGF) , jfiuMKAXitfffB 
10 (PDGF) x Sl^jfcAB* (TGF-J3) % ^ y ^» 

(IGF-1, -2) > mWftJ&*'W (PTH) , 3- 
n j//"«aJS^§gEP-Al-3 7 6 1 9 7 EP-A1 -4 6 048 8t 

^Sfc*J:t;EP-Al- 7 1 9 7 8 2-J§-<£^iE*tfMbl^ (09 , 
(2R. 4S)-(-)-N-[4-(diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5-tetrahydro~4- 
15 methyl-7, 8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide#) & if ; 

IMWWiSH**: h*» u&?V9*S>. **9v9, ^1/7 4 /v, fca- 
Tpy, Hr>(?fi>ai/, i/y^^n^, ^/ 9*- K, -Y 

y ^g, jjova/v , ^ y y*?V /^y/vny, fr> y ^s, 

20 jm^A^m : ^ v f-fr y cm, *&t> % j ? r -r^m . sf*m 

yyllfC C0I!> /f!Jxy^77f^yyf) x C-e?ll> tr^y 

Bl, B2, B6, B12, C<W , MfiF&ff afc/W^V X^lM 9^^9*9 , 

^?-7xny [M, ^y^7xpy«, /349c] % JlfMi^Si [flu 7 
, 7"n hvtfy^UfFlS (^yy^/-/^) fcW ; 
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mmmmmmfbmm imwz& v-v** k) , u#^n=*w7- y y 

if; 

HMG-Co AaKclWnaWr-fey^^^-^ 7fn/^?f^ 7*7 
;<x9 z 7-v, W/^9^V^ 49/*x9?-i's v***?-^ 
(+) -3R, 5S-7- [4- (4-7;l/tD7x^) - 6 — { Vfu fcVV 

-2- (N-y^/v-N-y ^y^=/i/7 5/) t°y 5s?>-5 — r /v] - 

3, 5—yt (E) -^f^j: if ; 

jfcWrit^Kiil&aE* : JkMHPIit^ CAN ^°y ^ b y ^y 
a, *o , ftjM^KIR 7*t°y>-, ^7^y^7^B (T^ 

i/u*9V~—;V (^uy-A) , GPIIb/IIIa«*ai (U^y°n) ] fc£ 

f&Ama&m: -7**j\*is, ^a^-t^k mmmmfti? 

Wil:«ATP-Kffl HfiPM£> Na-H2fl9ftBa»j|5» ^Ktyyg 
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7 ^/I/ft^r h ^ 7 as ^ft if 

MAmm&tk&m •. m, utmmmntrnmm&M^xb*?^ b?i? 

ir—;v s ^i-^bWtT^ h^fny - £MM=^x b7^- /vftif) ^ H5St&^ 

x i**>m?*e*i/7*i>'ft}f) , • ^tismt&im 

7*nH)y, nr-s-jviti?) 1Kb* 

r^tvy yftif) , fls^RifejW (^/i-7t^J> fcVJfrxMftif) , 

(!7y^^ M^p/D^^iW) ft if] ft if 
*<0tefcffilE»3l& (-^^K-^ftif) > ^ty ~—?^Mftt* 

& fcfcB:, £#£*<Z>#®H^£fcte^<OSfc^At£± 5i£8§E (#k HGF, VEGF 

»itj« (b) mMBnam. m&TM, nmihmmn. mtufe 

*t5 5jSfls\ iW&k JJ££*!U ^fflfc£i:»£LTa!8l{bU #S§BJtf>#;S&tt 
»J t BU* It fc 5 V Nfi Rl ^luS-^-f 5 - i ^ T? 1 5 o » fc&J * WflMb L fc^§ 
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miumm. M&smms skmmrm, m^m^mmt\,x^±mvtct 
mm^ mkti^K-Wffltu mMM^t\.xmam^tc\t^mamKi^ 

SrKftfc, 2^±0^*R*»cfc*V^ttl*IBJISr*JV^»J*R:a-*i-5*:ie> 

©flaw*? h^t*) ^^^*^^^>ism^^n5 0 

N(4H 2 -furoyl)Gly : N-f h7t Ko7n^/V^y 
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10 



15 



20 



25 



D-3- (2-7" 7 7VV) 77 = 
D-3- (Hpd)7x -;V7 7 - ^2 
D- 1 3- (3- 1° y i^/V) 77 = 

N-[5' -(3' -7 5 /-I' H-l' , 2' , 4' - h ]) 77* V fr) ] 7 

N-y fyw [5* - (3' -7 5/ -1* H-l' , 2' , 4' - h y T 7* V 
;V)]7^ —;V7 7 = V&dk 

d- ( e -N-= n ^ / /v) y ix^as 
D-(rif ^y ^77=/^) y v^as 

D- (N, N' ^7JV^=. 
D-N-C5' - (3' -7^J -1' H-l' , 2' , 4' - h ]) 7 y* V A>) ] 

7i=/U77=^l 
D-*^-iXh/vy >BM 
(e-N-f y7°n f /V) V 
(N, N' -S^tVV) tf^T/l'^ V&g 
D-3- (2--?- 7 77V) 77- I'M 
0-tert-7*7Vl'-D — fe y y 

^<2ffi7 5 7 RfcH U B&f-T'^i-^^, IUPAC-IUB a^v'ay- ^7* • 
^"•7"^7J/V' • J*—} W V — ^-a- 7 —(Commission on Biochemical 
Nomenclature) ( 3 — P fc°7 V ' — 7VU • Hr7* • /<>f ^7" 5 * h y — (European 
Journal of Biochemistry) m 138 9 - 3 71 (1984 ¥)) fc.fc 5***fcW[ 



NAc 

D2Nal 

D4ClPhe 

D3Pal 

NMeTyr 

Aph(Atz) 

NMeAph (Atz) 

DLys (Nic) 
Dcit 

DLys(AzaglyNic) 
DLys (AzaglyFur) 
DhArg(Et 2 ) 
DAph (Atz) 

DhCi 

Lys(Nisp) 

hArg(Et 2 ) 

D2Nal 

DSer(tBu) 

Dhis(ImBzl) 
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i 

5 [ [2' - (4, 5-^fcKn-5-t^y-l, 2, 4 

(%m/?V = -71^=75/25 , fifiTO^filO, 700, 

icTO^*6, 100, i 5tW^t3, 770, fnftM3£lit©l) 2. 25g 

10 b%i??vn*?l/3.5mltJ?;-M.5mlb(Dmmz.mMU ^fclS'CKlfffj 
LT*5V^e0.1% (w/w) #1) t*=/WT/>=-/V*|g^500ml^&AU 
84**$^— ftfflV\ 7,000rpmT*O/W^-7/^^3 >-<i: Lfdo rcDO/Wa:-^ 

Hfl5«**fcl*, ^'L^lta^^VNT^OOOrpm^ffi^LfCo itl^Wtf^W*^ 

15 sc^, zb\z&>h#m*'ft\\ mmmy>>m*im\sfro ffiMisntc^tn*? 

*<Dfc#feA^*te9.2%-T?fcofc 0 
20 2 

ft^iA02tf y ^A^O^Sg^O.tol^gTkfd^L/cM^, ?L$?-;/ 
y =i-/Um&M-&fc 1 tClH C) 2. 25g£v^ nn^ y4mlT^fi? bfc^ 

?££?I£L*^v^^WiyfcU W/Ox-7^ 3 y«Lfc„ Hk^XZ 
©W/Oiv;^3 V<£r, ^*18t:^ti5bT^V^cO. 1% (w/w) #y If-z^TA- 
25 =J— /wK^500ml^(caAL, 9~ V^m.** 5 «r/flV\ 7, OOOrpnfCW/ 

O/W^/l^s Lfeo :<0W/O/Wx-7/l/v'3 ^SrSHftt*3^nBit#UX 
v^nn^y&jfffc;*-^ »«SrH<b**fc!l, g<t>#g|*l£J8^T2,000rpm 
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#^-*5, 680, ftytMMXMW) 1. 6g£ £i^;7 n n * ^3. 5ml t * * / -A*. 5ml 
i: U ^*18 < C^»L-C*5v^fc5%-^^^ h-/v^o. 1% (w/v) - 
/Jfy tr^/l/T/V^— /V*^800mltt«|CS£AU tf^S!*^ ^f— &Hiv\ 
10 7, 000rpm-CO/W^-7/W->3 Ltc a ^<DO/W^}V*y 3 l/%MUX°3f&mW, 

^%ffiVM:2,000rpm-e1t*bfCo Sfefcifrfr#8t& 

7Lxn&im, aDfe««br»*t Lr»6>jx*i. nuRSswm w^o*^* 

15 ;H^^(7>^^A©^A^fi86%T\ T>f * o^^-fe/HfO^^A^ittl?. 1% 

[ [2' - ( 1 H-r h 7 ^/V- 5 -^/V) ' lT7x=;V- 
20 4 -> (A>1 * 9vv] ^<yX^ $ 7 (WT, ft*ftB4«f 

IB1"5) 0.6 g^&g 0.02 jum©IMkM» 0.09 g £ «r?L!fc-^ij =-/H»*a 
. (fLU/^y =-/Hfc 75/25 , fiSTO^fi 14,000, 8flE$ 

4,200, 4,090, fp^^mxn^) 2.4 g 

^BB^y 4.5 ml -A- 1 ml fcjg#LfcJg«fc8^U 12 

Hfi]5 LT*? Wc 0. 1 /Ky tr=/VT/V=-/V*»S! 400 ml *£&AL, * 

— lfS/?fijfc*$*1h- 7,000rpraT'O/W^-xvV^ 3 ^£ Lfc 0 ^<DO/ 

W^A^a >%M.m.X31%ffl$L&LXi?? o ny * y — Afcfffc&iir, 

»rfl«r@'[fc£*fcgU it'^m^fflV^-C2,000rpm-C^Lfc o £*l«rf5tf§SS® 
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bT©* i LT# fe tufc. W 9 P * ^Hr/Ut^©^* B £>£f A«97%T\ -7 

5 

ftft&IMK* 0. 057 g fc£JE Lfcfitfk Mfll tmmfcLX^JfnJjJ'-t 
* ^^tlB"afifil9. 

10 

te£*B*, ^bM^ir^it/M-^y a-zHfe^fi^iSr^ttm 0.9 
g> 2.1 g, 0.12 g (^JimtMLfc^, HJS0IJ1 i'^iatW^n^ 
:/-fe/V£#fc 0 -vf 9 n ^ ^±/^^<Dit^ B <Z)£tA*te96%-C% * p # ^ 
15 •feyvt»'fb^B'a*fi27.8%T'feofCo . 

###|7 

^fbffiias£ o.i8 g «Mtfc», ##M3 tmmzisX^j t 

20 tf>©*b^B^*tt26.2%-t?fco;/fc. 
###18 

-fb^tlB 1.8 g iltS 0.02 nm<DmitM$& 0. 3 g tSrSiife-^y = — 

(IL^/^y=-^ 75/25 , 14,000, $t¥ 

25 4,200, 3|a**»fc£ 4,090, M^lUS*) 4.2 

g ^nn^> 9-ml£^/— 1.5 ml tfciS^LfcgSfcfc^flU 12 

fl&L"C38V»fc 0. 1 MM% #V tf=A-7A=« — 800 ml "tyU&AU 
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*l£IHb£#fc#, 3S'Cf^«fl[l«rffiV^-C2 f 000ipint?**Ufc o itL&StffcW* 

sbicaifcdtftffvv awBWfc<»*ft»ufc. «*£*ifc-w*p 

-fb^A 0.3 g 0.02 nm<D&ikM$& 0.05 g £ &%M-?V =» — /Hi 

(fL^/^U n-vl^ 75/25 , fifiTO#^* 14,000, gc 

4,200, ^SSfcfciSSfcW^HPS 4, 090, fb3te*fi3gx3i») 0.7 

g 1.5 ml /V 1 ml t \Z.^M Ltctfi&fcfcWM L, 12 

l*Mm-x?fii:5aH*bT8*fce»bfc»«*#it. 15^ 
W»l/t*5lVfc 0.1 if=/WT/V="-/V7fc^ 300 ml <£W£AU 9 

— IfVlBjfi^S^MT— £:J8V\ 6,500rpm-eO/W^-^/W^3 Lfc„ :©0/ 

#tf@£@-fb£-£fc#, 3i'L^^•Bla^fflV^-C2,OOOrpm-C^i*LfCo Cft&WaW 
###J 1 0 

fl^B 1 g 0.02 /zmCO^b^ 0.18 g £ £fLSfe-^!> =»-/Hfc# 

(SJfe/^JJ 75/25 , fiftTO^* 14,000, ic¥ 

4,200, SftWa** 4,090, ft3fe*BHXH«) 1.8 

g ^^nn^^y 5 mKC^f Lfc^»»L, /h3!*^-J->f if-"? 60# 

o.i mm% #v \?-jvta'=— jvfrmm 400 mi <h;i&au 
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Ili^JSV^.OOOrpmT^ilLfCo rtl^S^^^M, 

^mm2.o%xh^>tc 0 
»ji i 

0.8 ml <D^$ J—JV**/? dp^ 12 HfW'I^PL 

(0\\^m B -g- 0%T* foo/do 
1 2 

1- (iX^n^v'/V^-^>'^/^=/V^-^rv^) ^5vV . 2-^h^riX-l- 
[ [2' - (lH-rb7/-/V-5-^) ^7^-^-4-^^] 

g ^am-^y ^-^m*a-a-#: (?Lm/^y =«-/n& 75/25 c^%) , ma 

¥^1^4 14, 000, ^TO^fl: 4, 200, *«SS4^<t 6 IfcTO^S 4, 090, 
M^IUM) 2. 1 g t £ v 5 ^ n ci * # 1/ 4. 5 ml t ^9 J 0. 7 ml 

&mmzmmvfro z<D®mzft& 0.02 ^ cd^» 0.15 g zmmv, 12 
^raM-es^ oMWvxmmK&mvtcmwLzntio d»^£TOi5 < c^ii 
® Ltfcv^c 0. 1 mm> tfv \f=-^T;v=i-jvjmm 400 mi * k&au 

tf ^M*^^— £fflV\ 7,500rpmT*O/W^-^/Vv'3 bfco ^(DO/W 

n&mik&tt&s m>bftMmz%^x2,oooTwxmmvtc* cm^t/ng* 
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1 3 

MM Lfc 0 W ? n$y±/V^(Dik&ydC<DmAmZ98%X\ -f-tfr 
tp<Dlt&W C^*(430. Oftffco it 0 

##0iJ 1 4 

io tt&mc i.2 g t%m-yy ^-^m&m&fc (%&/?v 75/25 

, M&mfrJ-M. 14,000, jRTWi 4,200, «^*(c«t§ic 
4, 090, fp^mxHS^) i.8gi Sri?* oo^vsri l^fb 
fc 0 £©*ttfc«Dli 0.02 Mm ©BMblE$& 0.18 g £»U l i*MMtf«i 

15 0.1 M*% tfV V~A'TA'a~/l<)k&Nt 400 ml ttilAU tf^Sl*^ 
SrJBV\ ^OOOrpm-eO/W^-r/Vv-a tfeio :CO/Wi^ 3 y 

M£JSv>T2,000rpm^feLfc o rft£StfllWzM::#f5:iL £ibKm.i>ftm 

20 ->\s*®m^itm%**to^xmftim. m&m^xn^t Lx&t>tnt 0 

^fi:l435.9«-Cfcofc. 
1 5 

it^B^mm9.8%xhotz 0 
1 6 
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5 ##0IJ 1 7 

1- [ [2'- ( 1 H-x h v y—^- 5 ->f /V) \fy=r.=-;V- 
4-' f/W] ^^X-f 5^-^-7 -ytM'tf^ifc Wb^B) 2g ^ 

flsl£» (TYPBV, »3fe*B«I*H) 0.36g i«r«-^y3-/w»*M*# (& 

g/^p 75/25 SSW^ffi 14, OOO.^CTO^I: 4,200 N 

10 Wft&fettX. SSfl^^H 1 * 4, 090, ?P3fe^lIii) 3.6g^nn^ 

y 11 mi t^^y—^ 0.4 mi £ Ltcfgmzmfin u 14 i^ra^ia-cjgfc 
omwvx&mLtcm&zmco lsr tcmpL"^^*: 0.1 

/Ky ^/VT^^^/WX^ 800 ml "FfciaAU tf^^^drf- 
— SrfflV\ 8,500rpmT?O/W^"V/l'v'3 Lfc„ :©0/Wx^>>3y^i 

15 ?at?3B#^jt^LTv ; ^ uxittvb*-? mftzwfc&ttc^ 

&fo£%m&R^X2, 000 rpmT-M* bfc„ - ft&#U^B*K#f#L $ b 

20 ^B-^4«33.0%T'fcofc„ 
1 8. 

^®tK 0.4 ml SrSSJPU HWlt tffcfr* B *5 «fc T«ffc 

sis) ^fcmnnEit l^o^^f-ias^ dww s-g-fcgjE 

##01J 1 9 
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mwgykmz o. 08 mi £££ Lit&&. 17 1 mm\z i/t w * n * 

2 0 

ffrfrfcB 4-gfcgMblE# (TYPE V N ft3t*fiISSljf8K) 0.72 g£&, |Llfe-^y 
a-z^Sfe^S^ (fLR/^U = 75/25 Oe/v%) , 10, 600) 

7. 2 g^^pp^^y 22 ml <b / —AO. 8 ml £ tefiBSP Ufc^t^JP U 
^^«WtKO. 16nlSrinx.^ jt*jfc##^Jl 8 fciai^l©*^^**^^"^ 

250 ju m<0fiS±^fi»«*\ gfti LT#fciaSM&© 5 %(D5 g£^V~ h-AO. 4 g 
fc«riS£-L;fc&, v^j/h^AgEtt (A-OJET, -fe^^V^S) &JBV\ £M.m 
kg/cm 2 ^#3»#UT¥*&tt : f«21 /zmO»^?r#fc 0 UMft^t©^*^^ 
*fi31.0%-efcofc 0 

2 1 

^#-C^y^-K7-r (Mobile Minor, :=n 

mmtt : XA- (7 l. 2 mm) 

^^JE^J : 1 kg/cm 2 

ttflk&AnaA: • -90«C 
ftAftttnaft: 40-43IC 
# b ftfclWft* * tfMfr&fc b ^*«28. i%-efe o tz 0 

##011 2 2 

/b^B 2gh ffigsm 2 tK?p#) (ft^llSRXIKtt) 0. 996 g t V %Wt (M 

ftsp^^g 14,500, ftftttHl&S!) 3.67 g ^^nn^^y 7.5 ml t * 
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$ J-)V 3.5 ml b\mMV1tm&KfflXlU 2 5 *i*LT*&- 

;V=i-;V7mW. 800 ml ^tSAU &ffiV\ 7,000 rpm 

T2,000rpmT^SUfc o ^^S^WtK^M. $ fett»>i>#B«rfT V\ 21 

10 26.6%"efeofc 0 
#!l 2 3 

A5#*b 2 g t m&m& 2 Tkf n« m^nmnmm) o. 757 g t Mfcistt (type 

V?P)fe«II£§SD 0.277g«r#!JfLR* 14,500, M«XHM) 

15 3. 64 g % W n P ^ y 7. 5 ml t *9 / — ^ 3. 5 ml £ ld£#Lfc8£Kfc:8sJD 
LT#fc^-ft^«M Ufc £Jl*k 2 2 i: Wmz. \,X-*4 

£#fc W ^ n # ^±j^^(Dit^B(Dm A^&lOl. 9%T\ W * n ^ ^-fe/U 
t ©<b^B"^ft{i25. 9%-C'fe o tc 0 

20 2 4 

fc-frfcB 2 g &IHttaUft (fR^«XH^) 0.996 gb&fLWl-?V a -A* 
C%M/?V a-vugfe 75/25 (^/v%h MTO^T-S 10,600, fnft^E 
^X|t$5D 3g?r^on^^y 7ml^^y — ^ 3 ml b K^MLtc^m^B 
»UG-fc»*fc#fc. rtL^«±{-^»5 cmC0RM(C»U MT?16 
25 l$ffl«JEe«|U"C|£«M&*#fc. ^©ft«l«JSraS 150 mm Ol5±T?a»#, Sfii 

$/HgS (A-0JET, ±Ji/>±mM) £JHV\ £^2kg/cm 2 T^ft»LT¥ 
JGt£f« 21mm ©»^£#fc 0 attflfiP+fltf&fr* B ^£(2 29. 1%"C fcofc. 



WO 03/013609 



100 



PCT/JP02/07862 



2 5 

ft&m 2. o g &t:xWM-r9 =3~;m&m^fr &LW9V 75/25 
, 8,700, ftjfcillli^) 3 . 9 7g**J9-uv*9 

^ 12. 75 ml % y * / — 2. 25 nlft £umfe0. 136mLtf>«{c:» U Iflt- 
Bfefit 5Jt#LTS»?S«:#fc 0 18TC CIW LT*3V^30mM 

R»M*&Sfe&D0. 1 fi4% tr^T^a-zl^^ 800 ml *to£AU 9 — 
tr^**5 *Mh-«r/flV\ 7, 000 rpmT'S/O/'W^/ViXa Lfc 0 i<DS 

#%0!|2 6 

ik&m 2.0 g % RtfclEft (6*ft^xfSfi!) 0.37 g fej^M-^jj 

/nfe#fi## (Siife/^y /Hfe 75/25 (^e/v%) , fiiw^a 8, 700, fp 

%mMTMU) 3 .6g*^onpi *V 12.75 ml „ * / — >V 2. 25 ml*5 «tt5ft 
Ito. l36mL©&«K:S&ftj U ilt-»l!: 5*#LT*&-ft*««:»fc a 
JRfc^* 18^ tcP»LT*5V>fc 10mMH^ffig&»0. 1 #y t^;V7/Un 

-AdcSR 800 ml tf»fcgfcAU ^-^Si^^f— *IV\ 7,000 rpnrt?O 

n*9y, *9;-/i'3o£T?mm&wnts^ mzwitzittc^ mwrnm 
2 7 
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. it&m 2.0 g , mtmto i^it^xmm) 0.37 g &axf$M-?y 
jm&m&ft @LW?y 75/25 > 8,700, a 

ftffiagX$8K) 3 . 6gSr^ n o ^ ^ y 12. 75 ml , ^ * J —fr 2. 25 ml*5 J:tfft 
K0.136mL©^tC»b, M"T?-lft«£: 5»bT^-^^S:#fCo 
5 $£^«> 18TC (CM® LT*5V^c 30raMgmffi#&»0. 1 #U tf^/VT/Va 

-/VTkSfc* 800 ml ttC&AU ^-tf^^^^rf— SrfflV\ 7,000 ipmtfO 

SrffiV>T3,000rpm-C«ftLfc„ £fr«:STJ^ff*K:$HK«, 
15 #1 2 8 

{b^B i.5g, miVMffi (&7Mk¥x.Wm) 0.278 g *3«tt/M-i/y = 

-/W***** (fLm/^y a-Afll 75/25 MflUG5HP* 10,500, 

fB5t«XHM) 2. 7g *W P P ^ * ^ 11. 25 ml > ^ * / -/H. 69 ml *5«fctf 
mm 0. 102mL U £i&T?-l!fei6£ 5 «#LT^-&^«#fc 0 - 

20 OWfottto 18*0 fcUfFLT^fc 30mM@m»^D0.1 #y tf=/V 

800 ml *fc&AU 7,000 
rpm -CO/W^t/V v- 3 ^ LfCo r. 00/WX7;V>> 3 3 B#Pfi]Jf # 

U^nn^^y, ^^/-yv*s±r^»SriitJ:S-&, ifltflS: Sib 
3t^K»*fflV^ 3,000 rpm T?ilt*tfco -^^0^*^^, 

<oi\&to B ^ftft 25. o fc. 
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#%$| 2 9 

<k&m 2 g , mtmm {&M\&um 0.37 g &£if%m-?v = 

-;i'M&m£& GM/?V=-A<m 75/25 (^%), 8,700, 
ftftMUXilt!) 3. 6g^on^^y 12.75 ml , ;**y-/V2.25 ml *5 
5 .fctffiB* 0. 136mL ©iSJftfcSfcbD U MT?-I!feg £ ?jf # Uf*Sh-«iS»Sr#fc 0 
^©^S:^ 18^ tilSltfcV^ lOnMfftgMfti&NO.l fi*6 tf=. 
/VT^a-A-*^ 800ml ifta^U ^ — fcrvS**^^— Sr^V\ 7,000 
rpm -CO/W^-v/Vi/a bfc 0 Z<DO/W^^> a y*|fii? 3 B#ra*|# 

10 ji^SI^^V^T 3, 000 rpm Lfc e £ft&#tf&Sj>kfc:# ! |SfcgU £ & tc 

H-/W0. 8g ^^Lfc^TK^P^T^M, *IWaibT»*i: 
fc 0 "vW * o # zf±;V^^<Dfc&m B tf>£f A*f2 89. 1%T\ W ^ n ;& -f±;V/ 

15 

2-^ b*is- 1 - [ [2'- (lH-rh7/-/V-5-^/l/) t7x^k- 

4 — r^] ^^-/u] ^^x-y ^rv—A'-i -jjA,#i/& ut&yoB) 0.2 s t 

20 ^IJn .-/Hfc 75/25 , Mfly&^fi 14, 000, SBPFWfi 4, 200, 

«lSiia5»7>ft 4,090, M^X^©) 1.5 g tfc^nn^ 
3 mL 9 J— As 0.9 mL £ Sr*ftlL-CJSift«r#fc 0 h*0.2 g 

fe^8fe6PL-c*»u-c#/t«E«esr^ae) ist: twvu-risv^fc o. i mm ^yf 

=yl/TA'=— 800 mL tl^AU?- If > / S* i E-$*f— SrffiV\7,200 
25 rpmT'O/W^-^/ViXa tfc, ^©O/Wi-v/l'-ya i'£rM.T?3ll#|H]8l#L 

^V>T2,000rpm-eM^Lfc. ^ft^ffOT^TM-^i!^, $ fefci*'fr£lifcfT V\ 
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mteWlX-&tb1ntz-?<4?X2% -f^Z)V 25 mg £ 0. 1 mL <D9t%®k (5 mg <K>% 
;V^^^f/Vt;l/n-^t h x ) 1 mg <Dtf}) yyw<— h 80, 50 mg ©^ 

«T(c 23G ^#K-&-£Lfc 0 g#il^i:IfIJ; «9^iLbT#fc« 



1 ] -^W * n # 7°i?/l4S:«© 7 y hitnWM (n=4) 





1 


1911 


2lf 


3 9& 


fls£4&B (ng/mL) 


170 


238 


94 


4 


T? V X (ng/mL) 


313 


226 


155 


30 



(a) r^^v^^nttirtaii:, (b) isnkmmm. «^ti, kib 
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mmwig.<Dmhft'pte< . £7ELtcMmftm<Dmm*mwx%z> 0 lot, 
is^kffi, mm&ihfevksk'g^ >m&sk, >mm, mmmm^±, «&sm© 

^m. m&m, %x&m&. &%mmmm, ^wm^±, ft&mimm. mmb 
iucpft»#«ii8, a&KWb*^ mftmmmmm, m&mmtim^m 
tin, *mw(D&nmmtt*, ?wbs$JA« 
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if # <d is m 
i. (a) (b) mskm^mm, ssm^rm. 

5 it&=m^<Dmtob*mfr*ttxitz#imBM. 



2. 7>¥*^^i/^llffi?cmi>tt ( I ) 




U R 3 fi^7 i nig^^^LT^L-CVNT'bJ;<, gmS^LTVNT^.iV^ 

15 

20 4. TV^x^^IIJ£fci3£^2-^ [[2' - (lH-rh 

h*i/~ 1 - [[2' - (lH-7h7/-/V-5-^/W) l^7i^-4-^/V] 
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- C[2' - (2, 5-^tKn-5-t^y-l, 2, A-^r^"JT^—;V- 



20 
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